Parkinson's disease (PD) is a frequent neurodegenerative disease among elderly people. Genetic and underlying environmental factors seem to be involved in the pathogenesis of PD related to degeneration of dopaminergic neurons in the striatum. In previous experimental researches oxidative stress, mitochondrial dysfunction, homocysteine, and neuroinflammation have been reported as potential mechanisms. Among environmental factors, nutrition is one of the most investigated areas as it is a potentially modifiable factor. The purpose of this review is to provide current knowledge regarding the relation between diet and PD risk. We performed a comprehensive review including the most relevant studies from the year 2000 onwards including prospective studies, nested case-control studies, and meta-analysis. Among dietary factors we focused on specific nutrients and food groups, alcoholic beverages, uric acid, and dietary patterns. Furthermore, we included studies on microbiota as recent findings have shown a possible impact on neurodegeneration. As a conclusion, there are still many controversies regarding the relationship between PD and diet which, beside methodological differences among studies, may be due to underlying genetic and gender-specific factors. However, some evidence exists regarding a potential protective effect of uric acid, poly-unsaturated fatty acids, coffee, and tea but mainly in men, whereas dairy products, particularly milk, might increase PD risk through contaminant mediated effect.
Introduction
Parkinson's Disease (PD) is a very common neurodegenerative disorder with an incidence of 10 to 18 per 100,000 persons-years [1] . The disease is more prevalent in men than in women [2] . The main signs of PD include bradykinesia, which is the cardinal symptom, muscular rigidity, rest tremor, and gait impairment. The characteristic pathological finding associated with the motor signs of PD is degeneration of the dopaminergic neurons of the pars compacta of the substantia nigra, resulting in loss of dopamine in the striatum [3] . Lewy bodies-eosinophilic inclusion bodies containing alpha-synuclein (αSYN)-are present mainly in the surviving neurons and are considered as the biological marker of neuronal degeneration in PD [3] . The etiology of PD involves both genetic and environmental factors. Among the latter, interest has been growing in the influence of food and nutrients on the development of PD. Furthermore, evidence suggests that possible modification of the gut microbiota may be involved in the pathogenesis of PD, inducing immune cell activation and neuroinflammation of the central nervous system [4] . In this review, we summarize the most important findings based on epidemiologic studies investigating the potential role of dietary factors and microbiota on the development of PD (Figure 1 ). 
Materials and Methods
Our research was based on the Medline database through its search engine Pubmed. We used the following Medical Subject Headings (MeSH) terms or textwords: "Parkinson's disease" and "risk factor/s" and "food" or "diet" or "dairy products" or "milk" or "dietary fats" or "fatty acids" or "fatty acids, unsaturated" or "lipids" or "cholesterol" or "vitamins" or "micronutrients" or "antioxidants" or "metals" or "uric acid" or "polyphenols" or "ethanol" or "alcohol drinking" or "caffeine" or "coffee" or "tea" or "Mediterranean diet" or "microbiota".
Studies included in this review: Human studies, studies published in English language, date of publication from 2000 onwards, prospective studies, meta-analyses, and nested case-control studies. The exception was for microbiota where we included also single case-control studies due to the absence of prospective studies.
Studies excluded: Cross-sectional studies, single case-control studies (except for microbiota), animal and in vitro studies, non-English language articles, studies published before 2000, studies investigating the association between plasma levels of nutrients and PD risk, effect of vitamin and/or mineral supplementation alone on PD risk. Furthermore, relation between PD risk and vitamin D intake was not studied in this review as vitamin D status is mainly determined by sun exposure.
To avoid the possibility of missing articles due to the search strategy, we also performed a manual screening of the reference list of the retrieved articles. For precision purposes, all relevant articles were reviewed independently by two researchers to check for any discrepancies and to ensure rigorous data extraction. For each article, we focused on the key study characteristics, including publication year, country of origin, study design, sample size, and participant characteristics. Studies included in this review are summarized as supplementary material (Supplementary Tables S1-S9) .
Details of the study selection process are illustrated in Figure 2 . 
Details of the study selection process are illustrated in Figure 2 . The review is divided according to the main factors that might be associated with the onset of PD: Nutrients, uric acid, specific food, dietary patterns, and microbiota. In each section, we first discuss results from nested case-control studies (if available), followed by prospective studies, and finally meta-analyses. At the end of each section, findings are discussed whereas recommendations for future research are provided in the conclusion.
Results

Nutrients
Among the different nutrients, we considered in this review those who were mainly studied in relation to PD risk, such as fats and different kind of fatty acids, vitamins, and minerals.
Dietary Fats
In vitro and animal models showed that cholesterol, oxysterols and other lipids, such as saturated fatty acids (SAFA) have been implicated in PD pathogenesis. Possible mechanisms are: Modulation of α-SYN aggregation, a major constituent of Lewy bodies, destruction of dopamine containing neurons, increase of oxidative stress, and regulation of the production of pro/antiinflammatory cytokines, all being possible contributors to PD [5] [6] [7] [8] [9] [10] .
A total of ten studies were considered in this review.
In the Farming and Movement Evaluation (FAME) study, a nested US case-control study, an inverse association was found between intake of polyunsaturated fatty acids (PUFA), omega 3 polyunsaturated fatty acids (N-3 PUFA), and α-linolenic acid (aLNA) with PD in dose-response trends [11] . Among western population (Europe, North America), PUFA was found to be inversely associated with PD risk in only two of the four reviewed prospective studies [12] [13] [14] [15] . In the U.S., the The review is divided according to the main factors that might be associated with the onset of PD: Nutrients, uric acid, specific food, dietary patterns, and microbiota. In each section, we first discuss results from nested case-control studies (if available), followed by prospective studies, and finally meta-analyses. At the end of each section, findings are discussed whereas recommendations for future research are provided in the conclusion.
Results
Nutrients
Dietary Fats
In vitro and animal models showed that cholesterol, oxysterols and other lipids, such as saturated fatty acids (SAFA) have been implicated in PD pathogenesis. Possible mechanisms are: Modulation of α-SYN aggregation, a major constituent of Lewy bodies, destruction of dopamine containing neurons, increase of oxidative stress, and regulation of the production of pro/anti-inflammatory cytokines, all being possible contributors to PD [5] [6] [7] [8] [9] [10] .
In the Farming and Movement Evaluation (FAME) study, a nested US case-control study, an inverse association was found between intake of polyunsaturated fatty acids (PUFA), omega 3 polyunsaturated fatty acids (N-3 PUFA), and α-linolenic acid (aLNA) with PD in dose-response trends [11] . Among western population (Europe, North America), PUFA was found to be inversely associated with PD risk in only two of the four reviewed prospective studies [12] [13] [14] [15] . In the U.S., the two cohorts (2003 and 2014), failed to find an association between total PUFA and PD risk [12, 15] . As an individual fatty acid (FA), arachidonic acid (AA) was the only one that tended to be inversely associated with the risk of PD in the first cohort, whereas in the second cohort, only omega 6 polyunsaturated fatty acids (N-6 PUFA), and linoleic acid (LA) showed a positive association with PD risk in both genders [12, 15] . Furthermore, in a Greek cohort of the European Prospective Investigation into Cancer and Nutrition (EPIC) study, the authors reported an inverse association between total PUFA intake and incidence of PD (p = 0.032). After additional adjustments for smoking and vitamin E intake, a significantly decreased risk of PD was also observed for the intake of N-6 PUFA, (HR: 0.69; 95% CI: 0.47-1.00). Among the PUFAs, only aLNA and LA were significantly associated with a lower risk of PD [14] .
In the U.S., in the first cohort, replacing PUFA with SAFA in 5% of the energy intake significantly increased the risk of PD in men only [12] .
Regarding intake of both total fat and monounsaturated fatty acids (MUFA), only de Lau et al., in the Rotterdam study, found a significant association with a lower PD risk [13] .
In the Honolulu-Asia Aging Cohort Study (HAACS), intake of PUFA appeared to be protective particularly in men who never smoked cigarettes (p = 0.042). No association was found with dietary cholesterol [16] . Inversely, the Singapore Chinese Health Study (SCHS) showed that higher intakes of cholesterol and MUFA may reduce risk of PD in men and women. However, there was no statistically significant association between dietary intake of SAFA, N-3 PUFA, and N-6 PUFA, and PD risk [17] .
We reviewed three meta-analyses; the first was performed by Kamel et al. in 2014 including nine studies (three case-control studies and six prospective studies). Total fat intake was inversely associated with PD, as well as MUFA, SAFA, PUFA, aLNA, and LA. The inverse association was strongest for aLNA and weakest for SAFA. Interestingly, a greater increase in PD risk was associated with pesticide use in individuals with lower intake of PUFAs or higher intake of saturated fat [11] .
The second meta-analysis, including data from six prospective and seven case-control studies, did not find any association between total fat intake and PD [18] . Regarding specific FA, a lower risk of PD was reported with increased intake of total PUFA, N-3 PUFA, N-6 PUFA, and LA in prospective studies only, whereas no association was found between cholesterol intake and PD [18] .
Similarly, an inverse association was found between overall PUFA and PD, in a meta-analysis performed by Zhang et al. An 8g/day increase in PUFA was found to be associated with a decrease in PD risk, but this association was not found for 0.1 g/day increment of docosahexaenoic acid (DHA) nor with 0.05 g/day increment of eicosapentaenoic acid (EPA) and aLNA [19] .
In conclusion, results from cohort studies and meta-analyses tend to pinpoint a protective effect of PUFA, but dietary factors might have a lesser impact after adjusting for confounding factors, such as smoking and caffeine intake [14] . A possible negative effect of N-6 PUFA and protective effect of N-3 PUFA could be linked to their role in the inflammatory pathway [20] . Another explanation of the positive effect of PUFA on PD risk might be related to the presence of fat soluble vitamins such as vitamin E, along with vegetable sources of fat, which has been found to be protective against PD [21, 22] . Furthermore, the quality of fat usually consumed across countries is variable, potentially contributing to such contradictory results.
Further studies would help understand better the impact of dietary fat on PD risk compared to other risk factors.
Vitamins
The vitamins studied in relation to PD have mainly included B-vitamins and antioxidant vitamins such as vitamins C, E, and beta-carotene. We did not consider vitamin D as it is mainly determined by sun exposure and less by dietary intake.
B-vitamins
Vitamins B6, B9, and B12 are important cofactors in homocysteine (HC) metabolism. Reduced intake of one or several of these vitamins results in an increased HC level, which is known to have neurotoxic effects [23] . High HC concentration has been described in patients with PD as well as in other neurodegenerative disorders [24] . However, it remains unclear whether these finding are a consequence of changes in dietary habits or medication, especially L-Dopa [25] , or if higher HC levels are involved in the pathogenesis of PD [26] . In animal studies, administration of HC into the brains of rats significantly reduced the dopamine level and locomotor function [27] . In addition, subjects with the genotype 677 TT of Methylenetetrahydrofolate reductase (MTHFR), resulting in an impaired folate metabolism and consecutive hyperhomocysteinemia, showed increased risk of PD [28] . Regarding vitamin B6, it converts homocysteine into cysteine, which is a precursor of glutathione (GSH), a major antioxidant in the human body [29] . The presence of GSH in neurons prevents oxidative stress, and low levels of intracellular GSH will lead to apoptosis [30] . Furthermore, vitamin B6 is also a cofactor necessary for the synthesis of dopamine [31] .
We reviewed two prospective studies carried out among western population. De Lau et al. [2] studied the intake of vitamins B6, B9, and B12 in a 10-year prospective study (the Rotterdam cohort). No association was found between both vitamin B9 and B12 intake and PD, whereas increased vitamin B6 intake was related to reduced risk of developing PD (highest vs. lowest tertiles, RR: 0.46; 95% CI: 0.22-0.96). Stratified analyses showed that this association was only present among smokers. In fact, smoking has been found to be related to decreased risk of PD in some studies; however, many controversies related to this topic remain [32] .
Results from the Nurses' Health Study (NHS) and the Health Professionals Follow-up Study (HPFS) published by Chen et al. [26] failed to show any association between vitamins B6, B9, and B12 intake and PD incidence after 12.7 years of follow up in men and 17.3 years of follow up in women. The authors explained these findings by the fact that health professionals may have more adequate dietary intakes, which could explain the lack of association. Furthermore, food fortification in North American countries and genetically determined variations in vitamin B metabolism, especially folate, could be additional explications [26] .
Vitamin C, E, A, and Beta-Carotene
Vitamins with antioxidant properties have been extensively studied given their ability to reduce cell damage caused by free radicals as a result of aging and other environmental influences. Oxidative stress has been reported to be one of the potential mechanisms participating in death of dopaminergic neurons, which has been supported by several rodent models and postmortem brain analysis [33] . In animal and in vitro-studies, vitamin C has shown its beneficial effects on the differentiation of undifferentiated brain cells into dopaminergic cells and the synthesis of L-Dopa [34] . As for vitamin A, the dopaminergic system is one of the best-established targets of retinoic acid in the brain [35] .
A total of four studies, one nested case-control study and three prospective studies were included in this review.
A case-control study nested within the Leisure World cohort study, including 13,979 residents and conducted in Southern California, failed to show an association between intake of vitamin A and C and PD after adjusting for the main covariates [36] . Similarly, no association between antioxidant intake (vitamins C, E, carotenoids) and incidence of PD was reported by Hughes et al. in 2016 in both the HPFS and the NHS [37] . These findings are in contrast with those published in 2002 by Zhang et al. within the same cohort, where a reduced risk of PD was observed when comparing the highest versus the lowest quintile of dietary vitamin E intake (RR: 0.68; 95% CI: 0.49-0.93). In contrast, no association was found for vitamin E from supplements, vitamin C, and carotenoid intake [21] .
Yang et al. studied the association between dietary intake of vitamins E, C, and beta-carotene in two Swedish population-based cohorts including more than 80,000 men and women. Beta-carotene intake was associated with a reduced incidence of PD in both genders. Vitamin E intake was associated with a 30% reduced risk of PD in women whereas in men, vitamin E was only associated when analyzed as a continuous variable. Vitamin C intake showed a borderline association with PD risk in women only (p = 0.04). Following the authors' explanation, the observed gender differences could be related to hormonal influences, as estrogens may have a preventive action against PD [22] .
We identified two meta-analysis, the first was published by Etminan et al. in 2005 and based on six case-control and one cohort study [38] . The authors reported a relative risk reduction for PD of 19% for moderate vitamin E intake (RR: 0.81; 95% CI: 0.67-0.98). However, no association was observed between PD risk and vitamin C and/or beta-carotene intake. The second meta-analysis investigating the relationship between dietary intake of the different types of carotenoids and PD failed to show any significant association [39] .
Based on the above findings, evidence is still lacking regarding the potential impact of vitamin intake and PD risk. Among antioxidant vitamins, only vitamin E intake was associated with a reduced risk of PD in three of the four studies. As for B-vitamins, genetic variations in the activities of key enzymes involved in homocysteine metabolism, such as MTHFR, may be one of the main explanations of these variable outcomes. Moreover, fortification of staple food with B-vitamins is currently practiced in the U.S. and serum levels of these vitamins are in general higher in American compared to European population [2] .
Finally, conducting future prospective studies that investigate the association of PD risk with plasma concentrations of homocysteine, folate, vitamin B6, and/or vitamin B12, and related dietary intakes may be of value. In addition, vitamin B6 may be a good candidate for additional studies due to its multiple roles in homocysteine metabolism, glutathione and dopamine synthesis.
Minerals
Limited data are available regarding the relationship between mineral intake and PD risk. We only identified two cohort studies investigating the association between calcium intake and PD and one cohort study and one meta-analysis studying the intake of iron and/or other trace elements and PD risk.
Calcium
Calcium has multiple functions in the human body. Beside the structural role in bone tissue, calcium is necessary for many cell processes including ion channel activation and second messenger activity [40] . Based on mechanistic studies, the elevation in cytosolic Ca 2+ following abnormal calcium channel activity could be one reason for the death of dopaminergic neurons. High concentration of intracellular calcium promotes aggregation of αSYN, a major component of Lewy bodies [41] .
Results from both U.S. cohorts (HPFS and NHS), including 47,331 men and 88,563 women, showed an 50% increased risk of PD when comparing the highest with the lowest quintile of dairy calcium intake in men (p = 0.02) after adjusting for potential confounders. However, no association was found for non-dairy calcium intake and risk of PD [42] .
Another study was conducted in Hawaii within a population of Japanese origin, aiming to examine the relationship between dairy products, calcium intake and PD risk [43] . The study was part of the Honolulu Heart Program and included 7,504 men with 30 years of follow-up. Quartiles of calcium intake was studied from dairy and non-dairy sources. Similar to the finding from the U.S. cohorts, incidence of PD increased with higher intake of calcium from dairy sources (p = 0.046) but not from non-dairy sources (p = 0.704). After adjustment for milk, calcium intake had no influence on PD incidence. Hence, as previously, the observed association between dietary calcium and PD is explained by concomitant milk intake and "may be confounded by other unmeasured constituents or contaminants" of dairy products [42] .
Iron and other Trace Elements
Iron is an essential trace element involved in various physiological functions. However, free iron can catalyze the production of reactive oxygens species (ROS) and therefore increase oxidative stress that may damage membranes and other cell structures. In addition, there is some evidence for other mechanisms unrelated to oxidative damage, such as apoptosis and interaction with abnormal protein aggregates [44] . Several studies have reported increased iron deposits in the area of the substantia nigra in PD patients [45] . Long-term occupational exposure to specific metals, including iron, was found to be related to increased risk of PD; however, whether iron intake from other sources, such as from food and supplements, may have the same effects needs to be clarified [46] . Furthermore, other essential trace elements, such as zinc and copper, may be involved in the pathogenesis of neurodegenerative diseases through their antioxidant properties.
Logroscino et al. reported results from the U.S. health professionals' cohorts (HPFS and NHS). After a mean follow up of 15 years, no association was found between total iron intake (food and supplements) and PD incidence when comparing extreme quintiles and after adjusting for other covariates [47] . However, a nearly 30% increased risk was found for dietary non-heme iron (p = 0.02), but not for heme iron. This association was stronger among subjects with low vitamin C intake. The increased risk for PD was observed in both cohorts and was mainly due to consumption of a high amount of iron-fortified grains and cereals. The authors hypothesized that there might be a dysregulation of absorption with a less efficient control of intestinal absorption and entry of iron into the central nervous system. Notably, the average intake of iron in both cohorts was more than twice the recommended daily intake [47] . Other essential trace elements, such as zinc and copper, may be involved in the pathogenesis of neurodegenerative diseases through their antioxidant properties as supported by several studies [48, 49] .
Cheng et al. investigated the relationship between dietary intake of iron, zinc, and copper and PD risk in a recent meta-analysis [50] . The authors found that the risk of PD was increased in western population (OR: 1.47; 95% CI: 1.17-1.85) and in men (OR: 1.43; 95% CI: 1.01-2.0) through high Fe intake, whereas no association was reported within the total population. In addition, no association was found for copper and zinc intake and PD risk. Following the authors comments, a possible explanation may be ethnicity and gender specificities as, first, PD is more prevalent in men than in women, and second, women have lower iron stores due to menstrual blood loss [50] .
In conclusion, there is some evidence linking high non-heme iron intake to increased PD risk. However these findings should be considered with caution. Further investigations studying biomarkers of oxidative stress, iron status, and homeostasis in combination with iron intake from different sources (food and supplements, heme and non-heme iron) would be of interest to confirm these results and clarify the underlying mechanism.
Uric Acid
Uric acid (UA) is a physiological end product of purine synthesis that has strong antioxidant properties [51] . UA has also metal-binding properties, preventing toxic effects of iron and copper on neurons [52] . The plasma levels of urate are determined by dietary intake, renal excretion, and genetic factors that influence urate metabolism [53] . Studies analyzing postmortem tissue showed low urate levels in the substantia nigra of Parkinson's patients [54] . In animal models, UA showed neuroprotective effects on dopaminergic neurons through modulation of neuroinflammation and oxidative stress [55] .
We reviewed six cohort studies investigating the relationship between urate concentration and incidence of PD. In most studies, plasma urate level was analyzed by quartiles.
De Lau et al. reported findings from the Rotterdam study, a population-based cohort including nearly 5000 participants aged 55 years and above. After a mean follow up of 9.4 years, a higher UA concentration was independently related to a significantly lower risk of PD (OR: 0.42; 95% CI: 0.18-0.96) in both gender, with evidence for a dose-effect relationship [56] . In addition, within a U.S. cohort based on the Atherosclerosis Risk in Communities (ARIC) study, after a mean follow up of 20 years, serum UA level was inversely associated with PD incidence within the total population and in men after adjusting for numerous potential confounders [57] .
Similar results emerged from the U.S. HPFS cohort, where a significant reduction in PD incidence was observed with increasing urate quartiles (RR = 0.43; p = 0.017) [58] . However, these studies did not provide a proof that UA is a protective factor against PD. That's why based on the same cohort, Gao et al. [59] designed a study investigating whether a diet that increases plasma urate level is also related to a decreased PD incidence. When comparing the extreme quintiles of the dietary urate index, the relative risk of PD was significantly reduced. These important findings, based on diet induced changes in serum urate level, add additional evidence to the fact that UA or its metabolites may have a protective effect on PD risk [59] .
In addition two recent meta-analyses, the first published in 2013 [60] and the second in 2017 [61] showed that, in both Asian and non-Asian populations, plasma urate levels were significantly lower in PD patients compared to age-matched healthy control subjects. When comparing the urate levels between early stage and middle-late stage disease, the authors found a decrease with the progression of the disease, suggesting that UA might act as potential biomarker indicating the risk and the progression of the illness rather than as a risk factor by itself [61] .
Many studies failed to show an association between urate levels and PD in women. For example, findings from a nested case-control study conducted in England reported a 30% reduction in PD in men with a previous history of gout but not in women [62] . Similarly, a case-control study nested within the female U.S. NHS cohort reported no difference in urate levels between cases and controls regardless of potential confounders [63] . These findings were confirmed by Jain et al. [64] among a U.S. population who, after a follow up of 14 years, reported a significant association between the low urate level compared to the mid-range urate level category with a nearly 1.7-fold increased risk of PD (p = 0.04) in men, after adjustment for confounders. Gao et al., within three ongoing U.S. cohorts, found that a higher urate concentration was significantly associated with a lower risk of PD in men only [65] . Similar results were obtained through a meta-analysis performed by the same authors reporting a relative risk of 0.63 (95% CI: 0.42-0.95) with increased urate levels in men but no association in women [65] .
In conclusion, studies have consistently reported an association between higher urate levels and lower PD risk. However, whether this association is causal remains still unclear and needs further investigations in addition to the interesting study done by Gao et al. highlighting the protective effect of UA on PD risk through dietary intervention [59] .
Furthermore, associations were mainly present in men compared to women. Whether these findings reflect a real difference in the underlying mechanisms or if they are due to lack of statistical power related to the lower urate concentration and PD incidence in women needs still to be clarified [65] . In fact, beside the positive effect on urate excretion, estrogens have also a neuroprotective effect [60] .
Finally UA seems to have a real potential to reduce the progression of the disease as shown by Ascherio et al. who reported a significant association between serum and brain urate level and rate of clinical decline in PD [66] . The authors "established urate as the first molecular predictor of clinical progression in PD and provided a rationale for investigating the possibility that a therapeutic increase in urate in patients with PD might act favorably to slow down the disease course" [66] .
Specific Foods
Few studies reported data related to intake of specific foods and risk of PD. Those are mainly dairy products, alcoholic beverages, tea, coffee and other polyphenol-rich foods.
Dairy Products
Several in vitro and animal model studies have noted the potential neurotoxic effect of milk and dairy products, either through increasing oxidative stress via intracellular calcium effect or through contaminants like rotenone and paraquat that act as toxic substance in nigrastriatal neurons [67, 68] .
In this review, seven cohorts were found that investigated the link between dairy products and PD risk.
In 2002 in the U.S., the first results of two large prospective cohorts, the NHS and the HPFS, showed a strong association between PD risk and consumption of dairy products in men, but not in women. Compared with those who consumed less than one serving per day, men who consumed 2.9 or more servings per day had an 80% increase in risk of PD [42] . Calcium and vitamin D intake were associated with PD only when the source was dairy, suggesting that other confounding factors or contaminants might be involved [42, 69, 70] . Similar results were found by Chen et al. in the American Cancer Prevention Study II Nutrition Cohort (CPSII) after a 9 years follow up [70] .
In 2017, Hughes et al. presented updated results from the NHS and HPFS cohorts, with 26 and 24 years of follow up, respectively. Results showed a significant association between low fat dairy intake and PD risk but not with total dairy intake. In both cohorts, fat from dairy sources was not associated with PD risk [71] , meaning that fat would not be responsible for the observed effect.
In the Honolulu Heart Program (HHP), data showed a 2.3-fold increased risk of PD in the highest milk intake group versus those who consumed no milk independently of the intake of calcium. Whether the observed effects were mediated through nutrients other than calcium or through neurotoxic contaminants has been questioned [43] .
Abbott et al. investigated the relationship between midlife milk intake and PD incidence through associations with substantia nigra neuron density and organochlorine pesticide exposure in post-mortem brain tissues. Detection of heptachlor epoxide was associated with milk intake only in nonsmokers. Milk consumption increases the risk of PD only among non-cigarette smokers suggesting a protective effect of smoking [67] .
In Greece within the cohort of the EPIC study, dairy product intake, especially milk consumption, showed a positive association with PD. Conversely, the other dairy products common in the Greek diet, namely, yogurt and cheese, did not exhibit significant associations [14] .
In the Finnish Mobile Clinic Health Examination Survey (FMC) conducted over a 41-year follow-up, milk consumed by women showed positive associations with PD risk. Furthermore, intake of reduced-fat dairy products were associated with increased PD risk [72] .
A recent meta-analysis published by Jiang et al. including five studies performed in Greece, Finland, and the U.S. asserted previously documented links between dairy food intake and increased risk of PD in men. The risk of PD increased by 17% for every 200 g/day increase in milk intake [42, 43, 70, 72, 73] . This meta-analysis was considered by Bellou et al. in 2016 as suggestive evidence (class III association), in the umbrella of meta-analysis on that same topic [74] .
In summary, epidemiological findings suggest that the frequently reported association between dairy products and PD is unlikely due to calcium, vitamin D, or fat but possibly to other factors such as contamination with neurotoxic pesticides and/or the urate lowering effect of dairy products [43, 72, 75] . Nevertheless, limiting milk consumption with such level of evidence should not be recommended to prevent PD [76] . Given the more significant association in men than women, further investigations need to be conducted.
Alcoholic Beverages
Several epidemiological studies have investigated the association between alcohol consumption and PD risk. Results from different studies on alcohol intake and PD risk are not consistent; both positive and negative associations as well as no association have been reported.
No associations between alcohol and PD were found in reviewing three case-control studies nested within a cohort-the Leisure World cohort study [36] and the Agricultural Health Study [77] both done in the U.S, the General Practice Research Database done in the U.K. [78] -as well as in reviewing 2 prospective studies-the U.S. Cancer Prevention Study II Nutrition Cohort [79] and the Singapore Chinese Health study conducted between 1993 and 2005 [80] .
When considering the type of beverage, two prospective studies, the NHS and the HPFS [81] and the NIH-AARP Diet & Health Study [82] , found that beer drinkers compared to non-beer drinkers had a significant lower risk of developing PD. According to the NHS and the HPFS, consumption of wine or liquor was not associated with the incidence of PD. However, Liu et al. (NIH-AARP Diet & Health Study) found that liquor consumption increases PD risk (p < 0.03), whereas increased wine consumption showed a borderline lower PD risk.
In the Swedish national cohort, Eriksson et al. [83] found that heavy alcohol consumption conferred a 38% increased risk of PD in both sexes after a follow-up of 36 years. The highest risk was observed in the lowest age group (≤44 years). Similarly, in the Finnish Mobile Clinic Health Examination Survey, a prospective study, Sääksjârvi et al., found that individuals who consumed <5 g of alcohol daily compared to non-drinkers had a higher risk of PD [84] .
We reviewed two meta-analyses. In the first meta-analysis published in 2012, including 22 case-control and two cohort studies, significant negative associations with PD were found for alcohol consumption. The RR/OR (95% CI) in case-controls studies were 0.92 (0.85-0.99), 0.79 in cohort studies (0.65-0.95), and 0.9 in all studies (0.84-0.96) [85] . In the second meta-analysis published in 2014 including 8 prospective, 17 matched case-control, and 7 unmatched case-control studies, the risk of PD linearly decreased by 5% for every additional alcoholic drink per day. The association was significant in all types of studies with a pooled RR of 0.78 (95% CI: 0.67-0.92). A significant negative association was found with beer but not with wine or liquor and for men but not for women [86] .
Regarding the underlying physio-pathological mechanisms explaining these findings, experimental studies have shown that moderate alcohol consumption has neuroprotective properties. This appears to be linked to the activation of signal transduction processes, which may involve ROS, different key protein kinases, and heat shock proteins [87] .
The different results regarding specific types of alcoholic beverages may be explained by other mechanisms involving additional factors other than ethanol itself. Beer is known to increase UA levels because of its high content of purine, which may, in addition to ethanol, have a synergistic effect on urate level [88, 89 ]. An increase in urate level was observed after consumption of whole or non-alcoholic beer [90] [91] [92] . As mentioned previously, urate has strong antioxidant properties [93] [94] [95] and has been associated with lower PD [58, 59] . The polyphenolic components of red wine, such as resveratrol, have been shown to reduce neurotoxin 6-hydroxydopamine (6-OHDA)-induced toxicity in animal studies [96, 97] through its antioxidant and anti-inflammatory properties. Additionally, resveratrol exerts anti-apoptotic actions in brain cells and attenuates mitochondrial impairment induced by certain stressors [98] . It also triggers mitochondrial biogenesis, improving the mitochondria-related bioenergetics status in mammalian cells [98] . Moreover, several experimental cell-based and in vivo animal studies have shown that resveratrol confer neuroprotection by fostering degradation of alpha-synuclein species through activation of autophagy [98] . However, to date, epidemiologic studies have largely failed to report a neuroprotective effect of wine consumption on risk of PD.
Coffee, Tea, and Other Polyphenols Containing Food Items
Coffee and tea are common sources of caffeine which have been extensively studied in neurodegenerative diseases [99] . Caffeine's neuroprotective function is attributed to its antagonistic action on adenosine 2A (A2A) receptors in the brain, which are being increasingly targeted as an antiparkinsonian therapy in clinical trials [100] . Another neuroprotective effect of caffeine is that it activates specific neuroprotection signaling pathways and prevents apoptotic cell death in a PD model using human dopaminergic neuroblastoma cells [100] .
Five large prospective cohort studies were reviewed. A cohort study published by Ross et al. in 2000 examined the association between coffee intake and PD risk with a long follow up. They observed a significant inverse association between coffee intake and PD risk after adjustment for alcohol and smoking [101] . Another 13 years cohort study investigated the relationship between PD and high coffee intake among 29,335 healthy Finnish subjects [102] . The study reported a 60% decreased risk of the disease for coffee intake of ≥5 cups/day. Ascherio et al., in two older prospective cohort studies, reported the same inverse association between coffee consumption and the risk of PD among men only [103, 104] . This difference in the role of caffeine as a preventive factor in men only was related to the intake of postmenopausal estrogens among women [103, 104] , suggesting a possible role of estrogen in hiding the beneficial effect of caffeine. These results were contradicted by another recent study published by Liu et al. who prospectively examined whether caffeine intake was associated with lower risk of PD among 304,980 participants in the National Institutes of Health-AARP Diet and Health Study [82] . The results showed a lower PD risk in both men and women. Adjustment for smoking and its duration did not materially change the results. Subgroup analysis by hormone use among postmenopausal women suggested that caffeine intake was associated with lower PD risk among hormone users, not among never users. However, the statistical test for interaction was not statistically significant [100] .
A meta-analysis by Costa et al. in 2010 confirmed an inverse association between caffeine intake and the risk of PD, which can hardly be explained by bias or uncontrolled confounding [105] . The results of the cumulative meta-analysis showed that since 2001, the number of studies on this topic nearly doubled with a pooled RR of 0.72 at the end of 2001 and a pooled RR of 0.75 at the end of 2008 (five cohort/nested case-control and nine case-control/cross sectional studies) [105] . This revealed a 25% reduction in the risk of PD among caffeine consumers with an inverse dose-response relationship between the onset of PD and caffeine intake. There was no meaningful heterogeneity between studies.
A negative association with the onset of PD was also reported for other non-coffee sources of caffeine, such as tea. Tea consumption has major interests: Besides containing caffeine, it contains specific polyphenols that can play an important role in delaying the disease. Polyphenols have been reported to inhibit the formation of α-synuclein misfolded aggregates and to reduce mitochondrial dysfunction-induced oxidative stress and inflammatory responses [106] . Green and black teas are rich sources of polyphenols, commonly known as flavonoids or catechins (flavan-3-ols). There are five major catechins in tea leaves, the most abundant of which is epigallocatechin-3-gallate (EGCG), making up as much as 25%-40% of the total catechin content [107] . Green tea is not fermented and the catechins account for 30%-40% of the solid brewed tea. Conversely, black tea is extensively fermented, which contributes to 3%-10% of catechins in the remaining solids [108] . Black tea is estimated to contribute to 60%-84% of dietary flavonoids intake in western populations [109] .
We found two prospective cohort studies and one meta-analysis that reported an inverse association between black tea and PD. A study by Tan et al., on a cohort of 63,257 Chinese men and women, reported an inverse relationship between black tea consumption and PD risk with an adjusted RR of 0.29 (p = 0.0006) between the highest vs. lowest tertile of tea intake, without being confounded by total caffeine intake or tobacco smoking [80] . Ingredients of black tea other than caffeine appear to be responsible for the inverse association with PD [80] . These results are in line with a previous cohort study, published in 2001, that demonstrated an inverse association between tea consumption (RR: 0.6; 95% CI: 0.3-1.2) and PD risk in a large population of men, after excluding coffee drinkers [104] . Data from Chow et al. also confirmed that a daily dose of 800 mg caffeine-free EGCG for four weeks is safe and well-tolerated in healthy human subjects [110] .
These results were further confirmed by a meta-analysis published by Li et al., which included 1418 cases and 4250 controls (seven case-control studies and one cohort study). They reported that tea drinking can lower the risk of PD by 15%, which suggests the protective effect of tea consumption on PD risk with no apparent dose-response relationship [111] .
The antioxidant activity of polyphenols is reflected in the activation of nuclear factor erythroid-related factor 2 (Nrf2) pathway (role of Nfr2, ma Q) which regulates neuronal cells antioxidant defense and the consequent upregulation of detoxification enzymes such as heme oxygenase 1 known to regulate inflammatory processes [112] . Many studies showed that phenolics from Olea europaea found also in extra virgin olive oil exert strong antioxidant properties and can counteract oxidative stress in brain tissue [113] . The main phenolic subclasses present are phenolic alcohols (tyrosol, hydroxytyrosol), phenolic acids (ferulic acid, vanillic acid, caffeic acid), flavonoids, lignans, and secoiridoids (oleocanthal, oleuropein, ligstroside) [114] . Oleuropein and hydroxytyrosol act as direct free radical scavengers, hydroxytyrosol and oleocanthal are strong cyclooxygenases (COX) inhibitors, and oleuropein counteracts low density lipoprotein (LDL) oxidations [115] . However, studies showing a direct action of phenolic compounds within the brain are rare. Most studies were conducted on animals or in vitro. Evidence from the few epidemiological studies is inconsistent, showing both an inverse or linear association in men between the consumption of flavonoids found in fruits and PD risk. No studies on non-flavonoid polyphenols were found.
Two prospective cohort studies were examined. The first one was a 22-year cohort study by Gao et al. The authors investigated the relationship between the consumption of flavonoids and the risk of developing PD [116] . Men who were in the highest quintile for the consumption of flavonoids had a 40% lower risk of developing PD (95% CI: 0.43-0.83). Anthocyanins found in blueberries or strawberries achieved the best association with PD with a decreased risk of 33% in a pooled sample (p-value for trend <0.55) [116] . The second prospective cohort study consisted of 2388 men and 2136 women in Finland (Finnish Mobile Clinic Survey,41-year follow-up) and showed a positive association between berry and fruit consumption and increased risk of PD in men [72] . The intake of fruits and berries, between the highest and the lowest tertile, was associated with a RR of 3.67 (95% CI: 1.30-10.36; p = 0.60) for PD risk in men. The intake of fresh fruits was associated with a RR of 2.41 (95% CI: 1.01-5.77; p = 0.48). In contrast, among women, there were signs of an inverse association between the consumption of berries and the risk of PD (the highest vs. the lowest tertile, RR: 0.54; p = 0.02). These results did not support the hypothesis that the consumption of fruits containing flavonoids will play a protective role in the pathogenesis of PD in men. The consumption of vegetables was not associated with the risk of developing the disease in either men or women [72] .
There was an agreement in results between different cohort studies and the meta-analyses confirming the beneficial neuro-protective effects of caffeine found in coffee and tea. The latter contains many important substances, other than caffeine, such as EGCG, lipids, amino acids, mineral substances, volatile compounds and other methylxanthines. These results were more confirmed by in vitro studies and experimental animal models where tea drinking was identified to reduce peroxidation and enhance antioxidative enzyme activity [106] . For other flavonoids such as anthocyanins, quercetin, and nobiletin, controversy in the results of the two epidemiological studies involving fruits and vegetables may be due to the presence of subclasses in flavonoids that exhibit differences in their chemical properties and their ability to cross the blood brain barrier [117] . Another limitation may be the presence of pesticides and herbicides that can reduce the neuroprotective effect of flavonoids [117] and the presence of confounding variables such as coffee, alcohol, and vitamin D status and the long follow-up time. A possible change in diet or a drop out of participants during the study period may have weakened the strength of the association [72] .
Dietary Patterns
Investigating the associations between dietary patterns (DP) of a population and risk of PD is a more global approach than studying single food items or nutrients; food components work in synergy to affect different functions of the body.
The most studied DP, the Mediterranean pattern (Medi pattern), is often linked to beneficial health outcomes [118, 119] . Specific individual dietary factors present in the Medi pattern are found to be protective against PD [120] , and some compounds associated with higher PD risk are present in smaller amounts in the Medi pattern [9, 117] . The Medi pattern, by modulating pathways that are related to the aging process in general, such as brain atrophy [121] and telomere length [122, 123] , as well as inflammation and oxidative stress [124, 125] , could explain the positive results related to PD risk.
Data from both cohorts, the NHS and the HPFS, showed that a healthy DP, the prudent dietary pattern (PDP) with greater intakes of plant food and fish and moderate intake of alcohol, significantly decreased PD risk by 22% (p = 0.04) when lowest quintile of adherence was compared to the highest quintile. The Western pattern tended to be positively associated with the risk of PD among never smokers but not among ever smokers, suggesting once again a potential protective effect of smoking [67] . Participants in the highest quintile of Alternate Healthy Eating Index (AHEI) and Alternate Mediterranean Diet Score (aMedi score) were 30% and 25% less likely to develop PD than those in the lowest quintile, respectively [126] .
In a Finnish cohort study, when the DP of individuals was evaluated by a modified AHEI, the diet quality failed to predict PD [72] . This was also observed when food items were studied separately. Interestingly, the modified AHEI has shown to be associated with reduced incidence of cardiovascular disease and stroke in previous studies, so that, based on the authors comments, the lack of association might be due to modified dietary habits during the long follow-up period (41 years) [72] .
The Hellenic Longitudinal Investigation of Aging and Diet (HELIAD) showed that each unit increase in Medi score was associated with a 2% decreased probability for prodromal PD (p < 0.001). Compared to participants in the lowest quartile of Mediterranean diet adherence, those in the highest quartile were associated with a 21% lower probability for prodromal PD [127, 128] .
A 4.5-year cohort study investigating the MIND (Mediterranean-Dash Diet Intervention for Neurodegenerative delay) diet, which is a combination of the Mediterranean diet and DASH (Dietary Approaches to Stop Hypertension) diet, showed, after adjustment for age, sex, smoking, total energy intake, BMI, and depressive symptoms, that higher MIND diet scores were associated with a decreased risk of parkinsonism (HR: 0.89; 95% CI: 0.83-0.96) and a slower rate of parkinsonism progression (p = 0.04). The Mediterranean diet was marginally associated with reduced disease progression (p = 0.06). The DASH diet, by contrast, was not associated with either outcome [129] .
In line with these findings, a meta-analysis by Sofi et al. published in 2010 showed that a two-point increase in Mediterranean diet adherence determines a 13% reduction in the incidence of neurodegenerative disease including PD (RR: 0.87; 95% CI: 0.80-0.96) [130] .
According to a report by Mc Carty et al. in 2001, prevalence rates of PD among Americans and Europeans tend to be relatively uniform; sub-Saharan black Africans, rural Chinese, and Japanese, whose diets are more vegan or vegetarian, have lower rates of PD [131] . The author suggested a protective effect of such pattern. Concerning vegan and vegetarian patterns, all reports so far were case-control studies, and no cohort studies were identified to investigate the impact of such DP on PD risk [132] .
In summary, the prospective studies have overall been directed toward a beneficial effect of Medi pattern adherence. The method used to evaluate this pattern through different scores and the method used to diagnose PD could influence the conclusion of the studies. High intake of dietary fiber in the Medi pattern might affect constipation and therefore may mask early features of PD without necessarily interfering with PD pathogenic process per se [128] .
As for vegetarian diet, more elaborate studies are needed to better elucidate the impact of this type of DP on PD risk.
Microbiota
The human gut hosts tens of trillions of microorganisms, including more than 1000 species of bacteria [133] . The gene repertoire of our gut bacteria contains 150 times more unique genes than the human genome [134] .
In PD, gastrointestinal (GI) dysregulation is often observed several years before the disease is even detected. PD is associated with changes in gut microbiota and this dysbiosis may be the mechanism of neuroinflammation that leads to PD pathology [135] . Braak et al. hypothesized that the disease begins in the gut and spreads from gut to brain via the gut-brain axis [136] . The gut microbiome influences the enteric nervous system and, via the vagal nerve, the central nervous system [13] .
The gut microbiota in PD patients is characterized by a decrease in taxonomic diversity, mainly beta diversity and fecal bacterial count [137] . In most studies, information related to alpha diversity was missed and if present, no significant difference was found between cases and controls [138] According to Petrov et al., PD patients are characterized by a significant difference in representation of 9 genera and 15 species of microorganisms [139] . In this review, a summary of microbiota changes which possibly predict the onset of PD will be discussed. This will include the five main phylae: Firmicutes, Actinobacteria, Bacteroidetes, Verrucomicrobia, and Proteobacteria, as well as their families, genus, and species.
Firmicutes
A review of different case-control studies revealed consistency in data at the phylum level. The Keshervazian et al. study was the only one to report a significant change of abundance in the Firmicutes phylum in PD patients compared to controls [140] . No studies reported any significant differences in the Firmicutes to Bacteroidetes ratio in PD patients [137] .
Within the Firmicutes phylum, a decrease in the Faecalibacterium genus (Clostridium leptum), mainly species Faecalibacterium prausnitzi, in PD patients were found in several studies [140, 141] . A decrease in the genera Ruminococcus, Blautia, Dorea [139] , and Coprococcus (Clostridium coccoides family) were also reported [139, 142] as well as reduced levels of Lachnospiraceae [140] . A reduced level of Lachnospiraceae, Blautia, and Faecalalibacterium are consistent with short chain fatty acid (SCFA) deficiency, mainly butyrate. These bacteria facilitate the degradation of cellulose and starch, which leads to the production of volatile short chain fatty acids, including acetate, propionate, and butyrate [143] . This could potentially explain the inflammation and microglial activation in the brain [89, 144] and the gastrointestinal problems common in PD, such as leaky gut, constipation [145] , and colonic inflammation [146] .
The family of Lactobacillaceae was more abundant in PD patients compared to control patients [137] . This is in accordance with findings reported in five previous studies [139, 140, [147] [148] [149] . Receiver Operating Characteristic (ROC) analysis showed that Lactobacillus abundance could be considered a predictor for PD patients with an area under the curve (AUC) of 0.68 (95% CI: 0.58-0.79). The increase could be related to the frequent constipation of PD patients, since Lactobacillus is known to be increased in constipation-type irritable bowel syndrome (IBS) or decreased in diarrhea-type IBS [150] . In contrast, Unger et al. observed a reduction in this family [141] that is compatible with a reduced expression of occludin (a tight junction protein) and a morphologically altered intestinal epithelial barrier [151] . This difference in results between studies could be accounted for by differences in mean age, disease duration, as well as medication status.
The family of Enterococcoceae (genus Enterococcus, order Lactobacillales) was more abundant in PD patients than in controls [142] . Enterococcus is well known to produce endotoxins and promote inflammation in human intestines [142] . Enterococcus Faecalis (species) produces extracellular superoxide and hydrogen peroxide that damage colonic epithelial cell DNA [152] .
In the order of Clostridiales, the family of Christensenellaceae showed an increase in PD patients [139, 147] . This family was found to be associated with an increase abundance of bacteria of the Oscillospira genus, found in the gut microbiota of PD patients [153] . It is also associated with a decrease in body weight and a higher risk for PD [154] .
Actinobacteria
Within the Actinobacteria phyla, most of the studies revealed an increase in its abundance in PD patients compared to controls [142] , associated with a significant increase in Bifidobacteriaceae family and Bifidobacterium genus (p < 0.01), [139, 141] . Three studies reported an increase in the genus Bifidobacterium in PD patients [139, 141, 147] . This increase could be a mechanism of protection against the advance of the disease or deterioration of the general status [155] .
Bacteroidetes
Within the phylum of Bacteroidetes, the Prevotellaceae family was found to be reduced in PD patients [139] , mainly in both genus Prevotella copri [139, 156] and Prevotella clara [156] . In the study done by Hasegawa et al., this genus was the most reduced one and differed by 3.2-fold in PD patients compared to controls [149] . The Prevotellaceae family was also associated with the clinical score of PD severity [148] . A decrease in the Prevotella genus was correlated with the onset of the disease and used as a biomarker for the diagnosis of PD [148] . This genus is well-known to break down complex carbohydrates and to provide SCFAs as well as thiamine and folate as byproducts that promote a healthy intestinal environment. A decrease in Prevotella numbers is likely to result in reduced production of these important micronutrients, reduced production of essential vitamins, and impaired secretions of gut hormones [148] . However, in all studies, Prevotella genus abundance did not reach statistical difference between PD patients and controls. This may be due to the difference in sample size, inclusion criteria, and type of diets.
Verrucomicrobia
In this phylum, the Akkermansia genus increased, although not significantly, in PD patients [156] . Akkermansia muciniphelia is well known to improve the barrier function of the gut epithelium [156] . This genus uses mucus as an energy source, increasing the exposure of the gut epithelium to microbial antigens and hence producing an inflammatory effect [145] . Preliminary evidence also linked Akkermansia to multiple sclerosis [157] . It seems that a steady state of Akkermansia is of major importance for normal gut functioning [157] . In the study by Bedarf et al., the Akkermansia genus achieved a high prediction score for PD (AUC = 0.84, p < 0.0001) [156] .
Proteobacteria
The role of this phylum in PD patients is still unclear and needs further investigation. In the study by Unger et al., the bacterial family Enterobacteriaceae were more abundant in PD patients compared to controls (p < 0.01) [141] . However, this abundance did not differ between PD phenotypes (p = 0.506). In the study by Scheperjans et al., an increase in the abundance of Enterobacteriaceae family was reported in patients with postural instability and gait difficulty compared to tremor-dominant PD patients [148] . Forsyth et al. reported an increase in intestinal permeability in PD that correlated with staining for Escherichia coli and concluded the presence of a compromised intestinal barrier [145] . In the study of Li et al., the microbial composition at the genus level showed a significantly higher abundance of Proteus, Escherichia-Shigella, in PD patients compared to controls (p < 0.001) [142] . These genera are putative pathobionts that can produce endotoxins and promote inflammation in human intestines and provide an internal environment for PD development [152] .
The only study to determine Proteobacteria of the genus Ralstonia was Keshavarzian et al., who conducted microbiota research on mucosal biopsies and fecal samples from 38 PD patients and 34 healthy controls [140] . Proteobacteria were significantly more abundant in the mucosa of PD patients compared to controls. This abundance could be contributing to neuroinflammation and immune activation in PD patients [140] .
Investigating whether microbiota analysis could be used as a biomarker for PD declaration and pathogenesis is worthwhile. According to all reviewed studies, PD is associated with a change in gut microbiota, and this dysbiosis can lead to PD pathology. Discrepancy in studies results, according to phyla, families, and species, was present, although there was a general agreement on the absence of differences in the Firmicutes/Bacteroidetes ratio. Among the nine reviewed case-control studies, the study by Keshavarzian et al. was the only one to find a decrease in the abundance of Firmicutes at the phylum level in patients with PD [140] . This could be related to differences in research design and methods used between studies. At a higher taxonomic level, four studies showed a decrease in Prevotellaceae family, mainly the genus Prevotella copri and P. clara [139, 141, 148, 156] in PD patients as well as a reduced level in several families, species and genus from the Firmicutes phylum, that are the biomarkers of gut diversity and symbiosis, such as Lachnospiraceae, Ruminococcus, and Faecalibacterium prausnitzi,. These microbiotas are well known to enhance the fermentation of cellulose, pectin, and starch as well as producing volatile SCFAs. For other Firmicutes, Proteobacteria, and Verrucomicrobia, there is an agreement between at least three study results according to the increase in the abundance in several families, genus, and species pertaining to these phyla such as Lactobacillaceae (Firmicutes) [135, 139, 147, 149] , Christensenellaceae (Firmicutes) [139, 147] , E.coli (Proteobacteria) [140] [141] [142] 148] , and Akkermansia (Verrucomicrobia) [156] . They are known to be associated with PD clinical parameters such as constipation, diarrhea, and inflammation [145, 150] . They are also associated with a high prediction score for PD [139] . The increase of Lactobacillaceae could be linked to the presence of constipation induced by medication [150] as well as a decrease in ghrelin secretion in PD patients [141] . Ghrelin has been identified as a gut hormone that contributes to the maintenance and protection of normal nigrostriatal dopamine function. The increase of Bifidobacterium (genus) in PD patients [139, 141, 158] was also correlated to a protective action against PD symptoms progression [155] .
However, the beneficial or harmful effects of these genera and species on PD onset and whether these species could be used as biomarkers for PD diagnosis are difficult to confirm. These species of different genus and families of different microbiota phylae include a high diversity of strains and subgenus differences. In addition, cross sectional case-control study is not sufficiently powerful to deduce a causal relationship between change in gut microbiota and PD onset. Recommendations to enhance and elucidate the temporal and causal relationships between gut microbiota and PD would be through cohort prospective studies, using a broader analysis of microbiome composition, with the same technique such as 16SrRNA sequencing and the same methods and materials (sample size, duration or declaration of PD, dietary pattern, and/or medication status).
Conclusions
Based on the current review there is still conflicting evidence regarding the relationship between dietary factors and risk of PD. Some evidence was found for a potential neuroprotective effect of UA, PUFA, particularly N-3 PUFA and aLNA, caffeine, tea and beer consumption as well as Medi pattern. Non-heme iron, dairy products and SAFA, on the other hand, showed to be related to an increase risk of PD. Another important finding was the gender dependent association with PD, found in several studies. Dietary factors were more often associated with PD risk in men than women. This observation might be explained by underlying hormonal and genetic factors and/or the lower prevalence of PD in females; however, additional investigation is needed.
Methodological differences exist among studies such as sample size, type of population (NHS and HPFS only included health professionals), study duration, and type/number of adjusted variables. Adjustment for smoking would be important because nicotine stimulates dopaminergic transmission in the brain and has been related to reduced PD incidence [32] . Not all studies have adjusted for that factor. Additional bias is related to dietary assessment, recall bias, and intra-and inter-investigator bias.
Another limitation is the single nutrient approach. In many studies, nutrients were studied alone without investigating their biological interactions and their bioavailability in the gut. It will be a very difficult task to determine how nutrients interact with each other. Studying each nutrient alone and associating it with PD risk will not produce an evidence-based association.
Investigating dietary patterns and their association with PD is an interesting approach; healthy dietary patterns contain a variety of nutrients acting in a synergistic way. The best example was the memory aging project (MAP) while studying the Mediterranean diet and its impact on PD pathogenesis [129] .
An important topic when considering the influence of food or food components is the presence of contaminants, such as pesticides that may attenuate any possible association between food components and PD. This was tagged while investigating a possible relationship between dairy products and flavonoids and PD risk respectively [119] . Furthermore, effect of antioxidant vitamins, such as vitamin C and beta-carotene from food, may be confounded by presence of pesticides in fruits and vegetables masking the potential benefit of antioxidants. Hence, the presence of pesticides or other contaminants could increase the risk for PD or hide a protective effect of specific food constituents [117] .
Moreover, genetic variations could interact with several investigated factors and modulate the association with PD risk. For example, level of homocysteine which is a potential neurotoxic compound is influenced by the polymorphism of the MTHFR gene, which may modulate the effect of folic acid on homocysteine concentration [159] . Future studies that consider genetic and environmental factors and the risk of PD will generate more consistent findings related to environmental factors and PD.
Studying microbiota and its impact on PD pathogenesis is a recent and promising topic. All studies were recent, dating from 2014 and onwards. Only case-control studies were found and reviewed. Several limitations existed due to the presence of different methodical approaches in analyzing microbiota such as real time quantitative PCR (qPCR), 16rRNA or 16ScDNA sequencing, or other metagenomic shotgun sequencing. Studies also had different methods and duration.
Nevertheless, this extensive review went through several recent prospective studies and meta-analysis that highlighted the impact of several environmental factors, including nutrients and types of diets and their association with PD development. Further, well-designed prospective studies are recommended taking into consideration the main covariates. It is also worthy to develop studies that could explain further the observed gender differences and the underlying mechanisms.
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